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Drug tolterodine extended release capsules

RPM_Evelyn R. Farinas, RPh

Applicant Pharmacia & Upjohn Inc.

Phone _301-827-4245

x[505(b)(1) '
0J505(b)(2) Reference listed drug )

‘OFast Track DRollmg Rewew ‘ ~ Review priority: xS OOP _

Kpplication classifications:

Chem Class  3/new
- formulatio

n
Other (e.g., omﬁm, OTC)

PDUFA Goal Dates:
Primary 12.28.00

Secondary 2.28.2001

Arrange package in the following order:
GENERAL INFORMATION:

¢ User Fee Information: x[J User Fee Paid

Indicate N/A (not applicable),

X (completed), or add a
. comment. :

[J User Fee Waiver (attach waiver notification letter)

[0 User Fee Exemption

0 Action Letter..............

¢ Labeling & Labels

FDA revised labeling and reviews................ ’

Original proposed labeling (package insert, pati
Other labeling in class (most recent 3) or class 1
Has DDMAC reviewed the labeling? ........... .

Immediate container and carton labels ...........
NOmMeNClature reVIEW . ..cooeiveiiiiiiiiieienneennnn N erenesensanonareaneean X

¢ Application Integrity Policy (AlP) o Applicant is on the AIP. This application O is x is not on the

AIP.
Exception for review (Center Dlrector S memo).

'OC Clearance for approval...................... Terines

...................................

................................. X
ent package msert) .......... X =
abeling.............iceeuenne. X

................ weeeee. x[0 Yes (ificTude teview) T

No




_ - ¢ Statmeof advert1smg (if AP actlon) D Rewewed (for Subpart H — attach x Materials réquésféd

review) ' in AP letter
¢ Post-marketing Commxtments , B NA
AgencyrequestforPhase4Commltments............:..."................; ......... NA__
“Copy of Applicant’s commitments .............ccceeveeneennn. ceteaenrereeee e NA
I Was Press Office notified of action (for approval action only)? ................ X Yes OO No
Copy of Press Release or Talk Paper........ Veesrbenreteststrasteetaransnsanananae NA
¢ Patent - » :
----- ' Informahen[SOS(b)(l)]— X
' Patent Certification [S05(b)(2)]........ Mlveceesececnrnnsnsnseserrrrerensneanrnrenene NA
Copy of notification to patent holder [21 CFR 314.50 (1)(4)] ................... ~ NA
é Exclus1v1tySummary_ ................. X
¢ Debarment Statement ............... rereee e e eaeeea e e erre e enaaaaan X

—. . .+ Financial Disclosure -

No disclosable information ........................ e . NA .
Disclosable information — indicate where review is located ......... Teeeenns ... . X, behind the FD tab
e Correspondence/Memoranda/F AXES ..vivnrrinieieree e e s e X including sponsor’s
’ o correspondence
- — ¢ Minutes of Meetings ...........cccceunnenn... ierrereeerernaenns eereseenesnenssnsone :
Date of EOP2 Meeting _11.30.1998 : : —.
- Date of pre NDA Meeting _3.10.99 CMC; 11.3.99
~ Date of pre-AP-Safety Conference NA, not an NME : =
K Advisory Committee Meeting ............. e s . NAT
' Date of Meeting ....ouevveeinnininiiiniiiiiiierieieeeennns e eererreerareaeenaae - NA-
" Questions considered by the committee ..................... eerecereneduronaniones NA
_ . Minutes or 48-hour alert or pertinent section of transcript ............c......... NA
¢ Federal Register Notices, DESI documents ....................ccvvveen.n. s NA
-— - CLINICAL INFORMATION: Indicate N/A (not applicable), -
: ' ' X (completed), or add a
: comment.
¢ Summary memoranda (e.g., Office Director’s memo, Division Director’s X -
memo, Group Leader’s memo) ..........coooeieiiiiiiiiiiiiiiiiiiiianenn. S -
_# Clinical review(s) and memoranda e et e X



- /
* ,SafetyUpdate'revieW(s) ........ e ............. e See MO review
E 15 - I ﬁ - - - — ’ — A

x[J partial waiver of neonate (birth to one month of age, see MO review page
48) x[ Deferred (patients one month to two years, children (2 years to 12
years), and adolescents (12 to 15 years of age) ,

Pediatric Page....... et iiueeeeateutreenesansastrarantanranasrsieraearenncannrantonans

[Ix Pediatric Exclusivity requested? O Denied O GrantexLxNot Apphcable
(Pending Wntten Request)

* Statistical review(s) and memoranda .. e S Teeen X
om‘ﬂBiopl;armacEltical re\}ieW(s) and memoranda..................... erieeeeiens S X -

. ¢ Abuse Liability review(s) e e reeevereeveneneenaans eerrevenarereesnns 'NA

) Recommendation for scheduling ..........coouiiriininininiiinniinii, NA

¢ Microbiology (efficacy) review(s) and memoranda.......... e e ~ NA
@ DSTAUBIS «ooceeeeeiiie et ee ittt et ee e e e e ee e e e e e s s X

-+ x[OClinical studies [1 bioequivalence studies
CMC INFORMATION: - » Indicate N/A (not applicable),

- g ' ) - X (completed), or add a -
comment.

¢ CMC review(s) and memoranda ............iceeevriiiiiionietiineiniiee e X

e Stanstxé‘s“r;wew(s) and memoranda regardmg dxssolutxon and/or stability ...... NA
$¢ DMF 1€v16‘w(S) .............. ._.-..........7’.__........................_ ........................ A
* Enwronmental Assessment reweiiv/F ONSI/Categorical exemption ............... X
¢ Micro (validation of éteﬁlizaﬁbh) review(s) and memoranda ...................... NA .

- & Facilities Inspectlon (mclude EES report) - X
Date completed ...... seseeeeeeeeeensee. XO Acceptable [0 Not Acceptable.

K MEthods Validation ............. oot O Completed x[J Not Completed

PRECLINICAL PHARM/TOX INFORMATION: | Indicate N/A (not applicable),
- ' - - X (completed), or add a
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NDA21-228

- Tolterodine extended release capsules
. Pharmacia & Upjohn Company o -

Usér Fee Information ] : ' —

A User Fee check made payable to the Food and Drug Administration in the amount of ssgse

was sent to the Mellon Bank, Pittsburgh, PA on February 25, 2000.

APPEARS THIS WAY - —
- | ON ORIGINAL



- o ‘ Food and Drug Administration
Rockville MD 20857

gy, - P : |
,‘_:f ; DEPARTMENT OF HEALTH & HUMAN SERVICES " Public Health Service
S ‘w
3
!

NDA 21-228 : S

Pharmacia & Upjohn Company - , !i"'" 5 o
Attention: Greg Shawaryn : E e
Regulatory Manager, Regulatory Affalrs .

7000 Portage Road | A
Kalamazoo, MI 49001-0199 : SR ——

Dear Mr.Shawaryn: : -

Please refer to your new drug application (NDA) dated February 25, 2000, received February 29, 2000,
‘submitted under section 505(b) of the Federal Food, Drug; and Cosmetic Act for Detrol EA
(tolterodine extended release) 2 and 4 mg capsules. }

* We acknowledge receipt of your submissions dated February 25, March 31, April 3, May 17, June 28
30, October 25, 30, November 3,13, 15 December 7, 15 and 21, 2000.

' This new drug application provides for the use of Detrol LA (tolterodine extended release ) 2 and 4 mg
capsules for the treatment of overactive bladder with symptoms of urge urmary mcontmence urgency
~ and frequency. :
We have completed the review of this application, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use as
tecommended in the attached labeling text. Accordingly, the apphcatlon is approved effective on the
 date of this letter - - . -
The final printed. }abelns (FPL) must be identical to the submitted draft labeling (package insert .
submitted December 21, 2000, immediate container and carton labels submitted December 15, 2000).
Marketing the product with FPL that is not identical to the approved labelmg text may render the
7 product mlsbranded and an unapproved new drug. , -

Please submit 20 paper coples of the FPL as soon as it is available, in no case more than 30 days after
it is printed. Pleaseindividually mount ten of the copies on heavy-weight paper or similar material.

~ Alternatively, you may submit the FPL electronically according to the guidance for industry titled
Providing Regulatory Submissions in Electronic Format - NDAs (January 1999). For administrative
purposes, this submission should be designated "FPL for approved NDA 21 228 " Approval of this
submission by FDA is riot required before the labeling is used. o

Be advised that, as of April 1, 1999, all applications for new active ingredients, new dosage forms, new
indications, new routes of administration, and new dosing regimens are required to containan ..
assessment of the safety and effectiveness of the product in pediatric patients unless this requirement is .



- .waived or deferred (63 FR 66632). Reference is made to your proposed pediatric drug development

——

plan and Proposed Pediatric Study Request (PPSR) for tolterodine extended release, submitted as

- Amendment #5 to NDA 21-228 on June 28, 2000. We have reviewed your proposed pediatric drug

development plan. We remind you of our November 29, 2000 teleconference where we notified you of
the tolterodme extended release Pediatric Study. Requirements under the Pediatric Rule. In the-

- the package insert directly to:

November 29, 2000, teleconference you agreed to attempt to develop a tolterodine syrup. formulation -
for study in pediatric patients. Iraddition, we notified you that the pediatric study requirement for the
age group of neonate (birth to one month) was waived, and that studies in the age group of one month
to fifteen years were deferred until December 15, 2002. ' ’ -
Pediatric studies conducted under the terms of section 505A of the Federal Food, Drug, and Cosmetic
Act may result in additional marketing exclusivity for certain products (pediatric exclusivity). You

should refer to the Guidance for Industry on Qualifying for Pediatric Exclusivity (available on our web -

site at www.fda.gov/cder/pediatric) for details. FDA generally will not accept studies submitted to an

~ NDA before issuance of a Written Request as responsive to a Written Request. Sponsors should obtain

a Written Request before submitting pediatric studies to an NDA. Please note that satisfaction of the
requirements in 21 CFR 314.55 alone may not qualify you for pediatric exclusivity. FDA does not
necessarily ask a sponsor to complete the same scope of studies to qualify for pediatric exclusivity as it
does to fulfill the requirements of the pediatric rule.”

We remmd you that vahdatlon of the regulatory methods has not been completed. At the present time,
it is the pollcy of the Center not to withhold approval because the methods are being validated.
Nevertheless, we expect your continued cooperation to resolve any problems that may be identified.

" In addition, please submit three copies of the introductory promotional materials that you propose to

use for this product. All proposed materials should be submitted in draft or mock-up form, not final -

~_ print. Please submit one copy to this Division and two copies of both the promotional materials and

Division of Drug Marketmg, Advertxslng, and Commumcatlons HFD-42
Food and Drug Administration

5600 Fishers Lane o

Rockville, Maryland 20857 ' -

Please submit one market package of the drug product when it is available.

- 'We remind you that you must comply with the reqmrements for an approved NDA set forth under °

21 CFR 314. 80 and 314.81.

- " APPEARS Tms WAY
ON ORIGINAL



If you bave any questlons call Evelyn R. Farinas, R. Ph M.GA, Regulatory Project Manager, at (301)
'827-4260.

t

) ' Sincerely, | )
S’\ e
Susan Allen o
Director -
Division of Reproductxve and Urologic Drug Products
Office of Drug Evaluation III

- Center for Drug Evaluation and Reséarch



